R67 is as highly stereospecific as highly evolved enzymes. Low stereospecificity would require special treatment and would make accurate determination of KIEs more difficult, as the stereospecificity together with the 1˚ and 2˚ KIEs would have to be solved simultaneously.
We stereospecifically labeled the hydrogens at the 4 position of NADPH with 3 
HPLC Analysis
The detailed HPLC analysis followed ref. 5 . In short, prior to HPLC-LSC analysis, the samples were thawed and oxidized through bubbling of oxygen for 15 min at room temperature. The samples were then injected into the reverse-phase HPLC system.
Fractions (0.8 mL) were collected, mixed with 10 mL of Ultima Gold liquid scintillation cocktail (PerkinElmer), and stored in the dark for 24 h before radioactivity determination in LSC analysis (Packard Tricarb Tr2900 LSC).
The fractional conversion (f) of NADPH was determined from the ratio of 14 C in the product to the total amount of 14 C. 
